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DRAFT AMENDMENT 
FOR DISCUSSION IN JUNE 2. 2009, TELEPHONIC INTERVIEW 

For simplicity, this draft amendment omits the pending withdrawn claims. 

1 . (Currently amended) A method for producing an antibody wherein the method 
comprises expressing in a gukajyptic; cell a first light chain and a first heavy chain beginn]ng_at 
one time and expressing in the same cell a second light chain and a second heavy chain 
beginning at a second, different time, wherein the amino acid sequences of the first heavy chain 
and second heavy chain are differeiit and the amino acid sequences of the first light chain and the 
second light chain are different. 

2. (Canceied) 

3. -4. (Withdrawn) 

5. (Canceled) 

6. (Currently amended) Tlie method of claim 1 wherein the antibody is a bispccific 
antibody, wherein the first light chain and the first heavy chain together recognize a first antigen 
and the second light chain and the second heavy chain together recognize a second antigen, 

7. (Canceled) 

8. (Previously presented) The method of claim 1 , wherein the antibody is prepared using 
the knobs-into-holcs technique 
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22. (Currently amended) The method of claitn 1 , wherein expression of ihe first light 
chain and the first heavy chain aie under the control of a first expression regulator and the 
expression of the sttond light chain and the second heavy chain are under the control of a second 
expression regulator and the first and the second expression regulators arc different- cuid wh e r e in 

th e sam e vector or (ii) th e first light and heavy ^{tiRS- orc oncod e d by a first v e ctor and t he 



23. (New) The method of claim 1 , v- hcrein the amino acid sequences of the first and 
second heavy chains comprise one or more mutations that promote the formation of hetero- 
multimers. 



24. (New) The method of claim ! , wherein the heavy and first heavy and ] ight chains are 
expressed for a period of time that does not overlap witli the period of time when the second 
heavy and light chains are eixpressed. 

25. (New) The method of claim 22, wherein each of the first light chain, the first heavy 
chain, the second liglit chain and the second heavy chain is encoded on a separate vector. 

26. (New) The method of claim 22, where in the first light and heavy chains arc encoded 
on a first vector and the second light and heavy chains are encoded on a second, different vector. 



27. (New) The method of claim 22 wherein the first light chain, the first heavy chain, the 
second liglit chain and the second heavy chain are all encoded on a single vector. 



28. (New) The method of claim 22, wherein one of the expi-ession regulators is a 
tetracycline or an ccdysone analogue. 
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29. (New) A method for producing an antibody, the method comprising: 
(a) providing a eukaryotic host cell containing (i) nucleic acid encoding a first light chain 
and a first heavy chain that bind to a first antigen, and (ii) nucleic acid encoding a second light 
chain and a second heavy chain that bind to a second antigen, wherein the amino acid sequences 
of the first heavy chain and second heavy chain are different and the amino acid sequences of the 
first light chain and the second Hglit chain are different, and wherein the amino acid sequence of 
Ihc first heavy chain comprises one or more mutations that promote the formation of hctero- 
dimcrs; 

(b) causing expression of the first light chain and the first heavy chain at a first tijiie; 

(c) terminating the expression of the first light chain and the first heavy chain; 

(d) causing expression of the second light chain and the second heavy chain after or 
simultaneously with step (c); and 

(e) isolating a four-chain, bispecific antibody that binds to both the first antigen and the 
second antigen, wherein the four-chain, bispecific antibody comprises the first light and heavy 
chains and the second light and heavy chains. 
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